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DETAILED ACTION 
Response to Arguments 

1 . Applicant's election without traverse of group I in the reply filed on 10/25/06 is 
acknowledged. 

2. Claims 2-3, 5, 7, 9,1 1 , and 13 are withdrawn from further consideration pursuant 
to 37 CFR 1.142(b) as being drawn to a nonelected invention, there being no allowable 
generic or linking claim. Election was made without traverse in the reply filed on 
10/25/06. 

Claim Objections 

3. Claim 4 is objected to because of the following informalities: Claim 4 is not 
grammatically correct. Claim 4 misspells the amino acid "proline" as "prolin" and also 
the amino acid "leucine" as "leucin." Appropriate correction is required. 

4. Claim 6 is objected to because of the following informalities: Claim 6 is not 
grammatically correct. Claim 6 is missing the article "a" between "comprising foreign 
peptide or protein" thus should read "comprising a foreign peptide or protein". It is also 
missing the article "a" between the phrase "part of protein" and should: read "part of a 
protein." Appropriate correction is required. 

5. Claim 10 is objected to because of the following informalities: Claim 10 is not 
grammatically correct. Claim 10 is missing the article "the" between "wherein peptide or 
protein" thus should read "wherein the peptide or protein". It is also missing the article 
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"the" in the phrase "a part of protein binds calcium" and should read "a part of the 
protein binds calcium." Appropriate correction is required. 

6. Claim 12 is objected to because of the following informalities: Claim 12 is not 
grammatically correct. Claim 12 is missing the article "a" between "comprising DEVD" 
thus should read "comprising a DVED". Appropriate correction is required. 



Claim Rejections - 35 USC §112 

7. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

8. Claims 1,4, 6, 8,10,12, and 14-15 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

9. Claim 1 (and dependent claims) recites an enhanced inserted yellow fluorescent 
protein, wherein the 145 th amino acid of YFP (yellow fluorescent protein) comprises 
amino acid sequence of YGGSGAS (SEQ ID NO:1 ). It is unclear if SEQ ID NO:1 is 
directed to an entire enhanced inserted yellow fluorescent protein (that comprises more 
than 145 amino acids) or the amino acid sequence YGGSGAS listed in the claim. The 
sequence listing provided by applicant lists an amino acid sequence comprising 738 
residues. However there is no sequence comprising YGGSGAS at amino acid 145, or 
listed anywhere in SEQ ID NO:1 at all. It is unclear if the amino acid sequence 
YGGSAS is inserted at the threonine listed at amino acid 145 of SEQ ID NO:1 . The 



A review of the 
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specification teaches that the amino acid of GFP (not YFP) from which all other 
fluorescent proteins are derived has a tyrosine located at amino acid 145 (page 2, lines 
10-1 5). Thus there appears to be inconsistencies regarding what protein is listed in 
SEQIDNO:1. 

10. Further inspection of SEQ ID NO: 1 reveals some peculiarities, 
amino acids present in SEQ ID NO: 1 only reveal 4 amino acids total: Alanine, 
Threonine, Glycine and Cystine, represented by the three letter codes Ala, Thr, Gly and 
Cys respectively. If converted into single letter code the amino acid residues are all "A" 
"T" "G" or "C" in SEQ ID NO:1. The peptide sequence for GFP listed in Genbank 
Accesion Number P42212 has the following amino acid sequence: 

1 1 . MSKGEELFTGWPILVELDGDVNGHKFSVSGEGEGDATYGKLTLKFICTTGKLP 
VPWPTLVTTFSYGVQCFSRYPDHMKQHDFFKSAMPEGYVQERTIFFKDDGNYKTRAE 
VKFEGDTLVNRIELKGIDFKEDGNILGHKLEYNYNSHNVYIMADKQKNGIKVNFKIRHNI 
EDGSVQLADHYQQNTPIGDGPVLLPDNHYLSTQSALSKDPNEKRDHMVLLEFVTAAGI 
THGMDELYK 

12. This sequence for GFP clearly has more amino acid types included in the 
sequence. If one takes the single letter code for the amino acids listed in SEQ ID NO: 1 
(ATGC) and lists them out, they comprise the following sequence starting at amino acid 
1: 

ATG/GTG/AGC/AAG/GGC/GAG/GAG/CT G/TTC/AC C 
Further inspection of other sequence IDs provided by applicant reveals 
nucleotide SEQ ID NO: 13, which is listed as "Bio-Cart for Calcium". The nucleotide 
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sequence for SEQ ID NO: 13 has the following nucleotide sequence starting at 
nucleotide 1 : 

ATG/GTG/AGC/AAG/GGC/GAG/GAG/CTG/T T CI A C C 
There is 100% nucleotide match between the two for the first few bases. It 
appears that applicant may have inadvertently converted the individual nucleotides "A" 
"T" "G" or "C" into amino acids, instead of the ATG, GTG, AGC, AAG codons revealing 
the correct amino acid sequence. 

It is unclear if the amino acid sequence of SEQ ID NO:1 is the amino acid 
sequence applicants intend, as there is no Tyrosine at amino acid 145, nor is there a 
Tyrosine (or any other amino acid besides Alanine, Threonine, Glycine, and Cytosine) 
listed in SEQ ID NO:1 at all. It is unclear if SEQ ID NO:1 is supposed to be a full length 
YFP (GFP?) or the short YGGSGAS sequence listed in the claim. It is unclear how a 
peptide can comprise only the 4 amino acids Alanine, Threonine, Glycine and Cystine 
and still produce a viable fluorescent protein. Thus since all claims depend upon Claim 
1, a skilled artisan would be unable to determine the metes and bounds of the claimed 
invention. 

13. Claim 4 (and dependent claims) recites an enhanced inserted yellow fluorescent 
protein of claim 1, wherein the 192nd amino acid of Proline is replaced by Leucin (SEQ 
ID NO:2). However there is no Proline at amino acid 192, or listed anywhere, in SEQ ID 
NO:2 at all. There is no Leucine listed in SEQ ID NO: 2 either. The specification 
teaches that the amino acid of GFP (not YFP) from which all other fluorescent proteins 
are derived has a Tyrosine located at amino acid 145, and yet the sequence does not 
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have any Tyrosines. Thus there appears to be inconsistencies regarding what protein is 
listed in SEQ ID NO:2. 

14. Further inspection of SEQ ID NO: 2 reveals some peculiarities that were noted 
for SEQ ID NO: 1 . A review of the amino acids present in SEQ ID NO: 2 only reveals 4 
amino acids total: Alanine, Threonine, Glycine and Cystine, represented by the three 
letter codes Ala, Thr, Gly and Cys respectively. Thus, if the amino acid sequences listed 
for SEQ ID NO: 2 are converted into single letter code, they are all "A" "T" "G" or "C". 
The peptide sequence for GFP listed in Genbank Accesion Number P42212 has the 
following amino acid sequence: 

15. MSKGEELFTGWPILVELDGDVNGHKFSVSGEGEGDATYGKLTLKFICTTGKLP 
VPWPTLVTTFSYGVQCFSRYPDHMKQHDFFKSAMPEGYVQERTIFFKDDGNYKTRAE 
VKFEGDTLVNRIELKGIDFKEDGNILGHKLEYNYNSHNVYIMADKQKNGIKVNFKIRHNI 
EDGSVQLADHYQQNTPIGDGPVLLPDNHYLSTQSALSKDPNEKRDHMVLLEFVTAAGI 
THGMDELYK 

16. This sequence for GFP clearly has more amino acid types included in the 
sequence. If one takes the single letter code for the amino acids listed in SEQ ID NO: 2 
(ATGC) and lists them out, they comprise the following sequence starting at amino acid 
1: 

ATG/GTG/AGC/AAG/GGC/GAG/GAG/CTG/TTC/ACC 
Further inspection of other sequence IDs provided by applicant reveals 
nucleotide SEQ ID NO: 13, which is listed as "Bio-Cart for Calcium". The nucleotide 
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sequence for SEQ ID NO: 13 has the following nucleotide sequence starting at 
nucleotide 1 : 

ATG/GTG/AGC/AAG/GGC/GAG/GAG/CTG/T TC/AC C 
There is 100% nucleotide match between the two, at least for the first few bases. 
It appears that applicant inadvertently converted the individual nucleotides "A" "T" "G" or 
"C" into amino acids, instead of the ATG, GTG, AGC, AAG codons revealing the 
correct amino acid sequence. 

Thus it is unclear if the amino acid sequence of SEQ ID NO:2 is the amino acid 
sequence applicants intend, as there is no Tyrosine at amino acid 145, nor is there a 
Proline at amino acid 192 (or any other amino acid besides Alanine, Threonine, Glycine, 
and Cytosine). It is unclear if SEQ ID NO:2 is supposed to be a full length YFP (GFP?) 
or the short YGGSGAS sequence listed in claim 1 . It is unclear how a peptide can 
comprise only the 4 amino acids Alanine, Threonine, Glycine and Cystine and still 
produce a viable fluorescent protein. Thus since all claims depend upon Claim 4, a 
skilled artisan would be unable to determine the metes and bounds of the claimed 
invention. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly A. Makar, Ph.D. whose telephone number is 
571-272-4139. The examiner can normally be reached on 8AM - 4:30 PM. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Irem Yucel, Ph.D. can be reached on (571) 272-0781 . The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Sen/ice Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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